Background: Appropriate information and consent has been one of the most intensely discussed topics within the context of biobank research. In parallel to the normative debate, many socio-empirical studies have been conducted to gather experiences, preferences and views of patients, healthy research participants and further stakeholders. However, there is scarcity of literature which connects the normative debate about justifications for different consent models with findings gained in empirical research. In this paper we discuss findings of a limited review of socio-empirical research on patients' and healthy research participants' experiences and views regarding consent to biobank research in light of ethical principles for appropriate information and consent. Methods: Review question: Which empirical data are available on research participants' perceptions and views regarding information and elicitation of consent for biobank research? Search of articles published till March 1st 2014 in Pubmed. Review of abstracts and potentially relevant full text articles by two authors independently. As categories for content analysis we defined (i) understanding or recall of information, (ii) preferences regarding information or consent, and (iii) research participants' concerns. Results: The search in Pubmed yielded 337 abstracts of which 10 articles were included in this study. Approaches to information and consent varied considerably across the selected studies. The majority of research participants opted for some version of limited consent when being informed about such possibility. Among the factors influencing the type of preferred consent were information about sponsoring of biobank research by pharmaceutical industry and participants' trade-off between privacy and perceived utility. Studies investigating research participants' understanding and recall regarding the consent procedure indicated considerable lack of both aspects. Research participants' perceptions of benefits and harms differ across those studies. Conclusion: The knowledge, perceptions and views of research participants who have undergone a consent procedure within the context of biobank research raise several questions on the issue of how to inform and elicit consent in an ethically acceptable way. In our empirical-ethical analysis we develop suggestions on how the practice of eliciting consent in the biobank context should be improved.
Background
The achievements of the Human Genome Project and the use of technologies enabling researchers to analyze large amounts of DNA have made biobanks an established part of research practice [1] . Biobanks contribute to a multitude of ongoing research projects by storing huge amounts of biological information and data about phenotypes, clinical aspects and also, in some cases, lifestyle information, such as nutrition and exercise. One of the earliest and most intensely discussed questions from an ethical as well as legal perspective with regards to biobank research is that of appropriate consent to biobank research. The fact that the nature of the research and its risks and benefits to potential participants often cannot be disclosed in detail at the time of eliciting consent has been seen by some scholars as a challenge to "informed consent" [2] [3] [4] . According to the standard account of informed consent, individuals are considered as sovereign with regards to decision-making about themselves [5] . The demand for informed consent is not a movement stemming from within medical research or practice, but can be better described as a development pushed into medical practice in the form of ethico-legal regulations-also as a reaction to various scandals in medicine [6, 7] . In addition and connected with the birth of bioethics in the 1960s, informed consent has been emphasized as an antidote to paternalistic approaches in medicine [5, 8] .
The development and justification of alternative consent models has been at the center of interdisciplinary research [9] [10] [11] [12] . On the one hand, it has been argued that the use of informed consent as it was formerly conceived is difficult to realize with the rise of new technologies related to big data and their application in medicine (i.e. the protection of individual privacy stands in contradiction to the gathering of data collected in big databases). On the other hand, the roles of individuals is more and more emphasized, for example, in the form of regulations to protect individual rights (i.e. privacy), with the result that scientific practices, such as population registries, are challenged because of new laws emphasizing the use of informed consent for scientific practices which are of benefit for local communities [13] . This tension described previously has resulted in the development of a strategic planning reform of science introduced by the European Commission, called "Science 2.0," or "Science in Transition" [14] , strategic planning also extended to biobanking [15] , which can be characterized as approaches to include the voices of all the stakeholders (i.e. patients, citizens and researchers).
While an analysis of the multitude of models of consent developed and their philosophical, ethical and legal foundation are beyond the scope of this paper, one way of structuring the debate is by distinguishing the forwarded models as "narrow" versus "broad" consent to biobank research. According to this distinction, the narrow consent model shares key assumptions of informed consent, in the sense that consent to biobank research should be specific and based on concrete information about the research planned [16] . As one consequence, participants who give consent to a defined project need to be recontacted if the biological material and/or data is intended for use in another research project. Narrow (informed) consent has been criticized for not taking the practical challenges sufficiently into account, such as acquiring consent from dead donors, drop-out rates that decrease the scientific value of the study or substantial logistic expenses [17] [18] [19] . In broad consent, patients or research participants give their consent to the use of biological and/or clinical data in research which is not specified at the time of consent. There are different lines of argument in favor of such broad consent. One line is that the risks of biobank research are perceived to be small compared to the related benefits [20] . This risk assessment is sometimes combined with a second argument that holds a duty of solidarity to support medical research with such a risk-benefit ratio [21] [22] [23] . Thirdly, broad consent has been supported for pragmatic reasons, as it appears to be the more efficient regarding the economic and logistic aspects of biobank research [24] .
Narrow and broad models of consent differ in ethically relevant aspects, mostly because a broad model of consent confers more responsibilities on institutional bodies (e.g. ethics committees and institutional review boards) and justifications forwarded for limitations of information given to the individual research participant on research aims, risks and benefits [25] . By contrast, narrow models of consent stress much more the role of participants' understanding of details of the research and their individual rights with regards to the conduct of research. Nevertheless, broad and narrow models of consent also share assumptions. One example is that in order to give valid consent, participants should be enabled to understand the issues at stake [26] . In the wake of the strategic planning of science and biobanking [14, 15] , many socio-empirical studies have been conducted during recent years to gather the experiences, preferences and views of patients, healthy research participants and further stakeholders with regard to consent in the context of biobank research. However, there is scarcity of literature which connects the normative debate about justifications for different consent models with findings gained in socio-empirical research. Against this background, we summarize the findings of a limited review of socio-empirical research on patients' and healthy research participants' experiences and views regarding consent to biobank research. We focus in our subsequent empirical-ethical analysis on findings which, in our view, are informative to answer the question of what an ethically acceptable practice of informing potential research participants and eliciting consent should look like.
Methods
In a first step, we formulated the review question: Which empirical data are available on research participants' perceptions and views regarding information and elicitation of consent for biobank research? For the purpose of this review biobank was defined as structure in which human biological and/or clinical data is stored for the purpose of research. As the second step, we chose PubMed as database to query. This decision was made in light of the fact that our past work on the topic as well as the conduct of systematic reviews on other ethical topics indicates that use of this database generates the vast majority of relevant articles [27] [28] [29] . In a third step we developed a search algorithm based on key words in relevant conceptual and empirical studies: ( . In a fourth step, criteria to determine the relevance of retrieved articles were defined. These criteria are based on the review questions as well as a sample of studies about the topic known to the researchers prior to the review [5, 18, [30] [31] [32] [33] [34] . Table 1 summarises in-and exclusion criteria.
The search was limited to articles published till March 1st 2014. All titles and abstracts were read by two authors (FD, JS) and a decision regarding the inclusion or exclusion of the articles based on the predefined selection criteria was made independently. Where no abstract was available, articles with a potentially relevant content (as indicated by title) were ordered and the decision was made after reading the full text. In case of disagreement between both authors consensus was sought based on the abstract or if necessary full text was retrieved ( Fig. 1 ).
Content analysis
The following categories were defined prior to data analysis with the aim of quantification of data: (i) nationality of research participants, (ii) target groups (i.e. healthy research participants, patients as research participants), (iii) research methods (i.e. surveys, semi-structured interviews, focus groups and other forms of group discussion). In addition and for the purpose of qualitative content analysis which follows basic principles as described by Mayring [35] , the following pre-defined categories were formed: (i) understanding or recall of information, and (ii) preferences regarding information or consent. Both categories reflect the interest of the researchers in light of their preconceived knowledge from the literature prior to the research. The first category was thought as pivotal in the process of giving an informed consent as comprehending the information received is the very base on which taking an autonomous decision and because the issue of understanding is one of the weakest points of informed consent [5] . The second category was ideated as it gives further indications useful in making an informed consent process based on preferences of research participants. In the course of the systematic literature we added the category (iii) research participants' concerns. This third category was developed in a bottom up way based on a first analysis of relevant articles in which we identified expression of concerns from biobank's participants as a topic relevant for the context of our review.
Results
The search in PubMed yielded 337 abstracts. Twenty five full text papers were read and assessed against inclusion and exclusion criteria. Of these, finally 10 articles were included in this study [36] [37] [38] [39] [40] [41] [42] [43] [44] [45] . Reasons for exclusion at this stage were mainly due to lack of focus on participants' perceptions or views regarding information [49] , or as the focus was on subjects who had not been involved in a consent procedure regarding biobank research, for example Rahm et al. [50] , or because the focus was on consent with parents of children donors, for example Tindana et al. [51] .
Characteristic of studies and research participants
Five studies had been conducted in the U.S. [39] [40] [41] [42] [43] . Four of these studies had been conducted by researcher(s) of the Center for Medical Ethics and Health Policy, Baylor College of Medicine, Houston, Texas [39] [40] [41] 43] . The other studies had been conducted in Australia [38] , Italy [36] , Japan [45] , Spain, including a small sample from US, [44] , and Sweden [37] . Most of the studies had been conducted with patients who were participating in biobank research (N = 9) [36, [38] [39] [40] [41] [42] [43] [44] [45] . In one of these studies research participants were exclusively patients with cancer [36] . In some studies parents of pediatric patients were involved in addition [Lipworth et al. [38] , McGuire et al. [40] , Oliver et al. [41] , Robinson et al. [43] . The Swedish study presents findings from a random sample of a biobank without further information about the health status [37] . Data collection was performed in seven studies via structured questionnaires which in some cases included open ended questions [36, 37, 40, 41, [43] [44] [45] . The study by [Watanabe et al. [45] in addition to quantitative data reports also qualitative findings but without any account of systematic gathering and analysis of the latter kind of data. Ormond et al. [42] use a modified version of the structured Quality of Informed Consent (QuIC) questionnaire [52] combined with a qualitative section of 12 questions on consent. Two studies used qualitative methods [38, 39] for data gathering and analysis. Table 2 summarizes main characteristics and findings of eligible studies.
Preferences regarding different types of consent
Five studies reported findings on preferences of research participants regarding the mode of consent to biobank research. Being asked about general preferences for broader or narrower versions of consent, Valle-Mansilla et al. [44] report that the majority (59.8 %) of the 279 research participants preferred some type of limitation to consent. In this study 29.7 % preferred to be recontacted in case of any new research using the donated material and data. In contrast, Hoeyer et al. [37] report that 85.9 % of the research participants accepted surrogate decision making by regional research ethics committees with regards the use of the blood donated to the biobank. Three studies explored preferences regarding consent with a focus on the choice between different options of data sharing [39] [40] [41] . In two of these studies [40, 41] research participants willing to donate biological material into one of six genome studies at Baylor College of Medicine in Houston, randomly underwent three different models of consent which allowed different degrees of choices regarding control of public data release and data sharing. The three models of consent consisted either of giving consent to public data release without alternative (i), a choice between consent to public data release and no release (ii), or a choice between consent to public data release, restricted release only or no release at all (iii). In a follow up visit research participants were informed about all options of data sharing. Following this information 30.8 % less participants than initially consented to public data release (83.9 % versus 53.1 %), 33.1 % chose restricted data release and 13.7 % did not consent to data sharing [40] . The analysis of data on attitudes to consent of research participants following the disclosure of three different consent options has been published in a separate paper by Oliver et al. [41] . This study indicates that research participants' attitudes to data sharing are even more restrictive after they had been informed about different options regarding data sharing than their actual choice and this had been documented in the study by McGuire et al. [40] . The quantitative findings are corroborated by a qualitative focus group study by McGuire et al. [39] . Here, participants indicated a more restrictive approach towards public data sharing if they received information about different options for control of data. This study shows also that most of the participants who had provided material and clinical data did not support data sharing without explicit consent. Factors possibly influencing research participants preferences on different types of consent have been explored in the study of Valle-Mansilla et al. [44] . This study indicates that the information about sponsoring of biobank research by pharmaceutical industry was associated negatively with a preference for broad consent. In addition, Oliver et al. [41] show that decisions about the degree of sharing of data were statistically significant associated with research participants' trade-off between privacy and perceived utility of data sharing. In their study on views of Swedish biobank's research participants, Hoeyer et al. [37] report that positive experiences with healthcare services and satisfaction with information about the biobank were associated with acceptance of surrogate decision making about the use of biological data by research ethics committees.
Recall and understanding
Five studies investigated patients' recall or understanding following information and consent [36, 37, 42, 43, 45] . A general finding of these studies was lack of recall and understanding with regards to the given consent in differing proportions of the research participants. Using data generated in study with an experimental design of three different consent options randomly used for a U.S. biobank's recruitment of research participants among patients (see above McGuire et al. [40] , Oliver et al. [41] , Robinson et al. [43] report that following the procedure of randomly assigned consent 25 % of the whole sample did not recall to have signed a consent form on participation in a genomic study. Furthermore, the majority (54 %) of research participants could not correctly report whom they had allowed to share the data with. In a similar direction point the data of Hoeyer et al. [37] who report that only 64.5 % of research participants in a Swedish biobank were aware of having consented to donate a blood sample, and 54 % did remember that they provided medical information by means of a questionnaire. Just 31.6 % knew that they could withdraw their consent. In the study of Watanabe and colleagues a third of participants (34.9 %) did not recall the contents of the consent procedure [45] .
The study of Watanabe et al. [45] also reports findings about perceived understanding of the content of information provided as part of the consent procedure following three modes of conveying information about the research (DVD, brochure or personal discussion with researchers). Highest marks for understanding of the information about the biobank research were reported by participants after having personal discussion with the researchers. However, qualitative information reported back from the biobank researchers, who as part of the consent procedure informed the research participants, suggests that there is a perceived need to clarify information regarding the purpose of the research after they had given consent ("For what am I participating?"). The study of Ormond et al. [42] provides a detailed analysis with regards to understanding of information for different domains. By use of the "Quality of informed consent questionnaire (QuIC)" [52] and semi-structured questions the authors identify higher scores of understanding of research participants with regards to the nature of the study, benefit to future patients and the voluntary nature of participation. In contrast, research participants had lower knowledge scores with regards to potential risks and discomforts and the experimental nature of the research [42] .
Cervo et al. [36] conducted the only intervention study in the sample of eligible articles for this review. The authors tested knowledge relevant to biobank research before and after a multisource informed consent procedure. The intervention consisted of an "enhanced consent form" and an information leaflet combined with two discussions between the potential biobank research participants and a physician and either a biobank-nurse or a biobankbiologists. While only 36.5 % knew what a biobank was before participating in the study, after this consent procedure knowledge about the purpose of the biobank and use of collected material was higher (>90 %).
Expectations of benefits and perception of risks
Three of the eligible studies collected data on research participants' expectations and perceptions regarding benefits and risks of the research and concerns related to biobanking. In the study by Ormond et al. [42] 10 % indicated having no expectation with regards to personally benefiting from research biobank's findings, whereas Oliver et al. [41] report that 14.3 % ranked benefit of findings for research participants or family members as most important. In the study by Ormond et al. [42] 81 % agreed with the statement that the research was associated with no risk and discomfort. Seven per cent of the research participants were able to identify that learning potential genetic test results could be associated with risks [42] . Qualitative data analysed in this study, and also in the study of Oliver et al. [41] supports the quantitative findings on the difficulties of research participants to identify risks associated with the biobank research. In the qualitative study by Lipworth et al. [38] perceptions of trust and benefit dominated the narratives in comparison with the perception of informational risks.
Discussion
This paper summarizes and analyzes data from socioempirical studies on consent to biobank research. In comparison to a recently published systematic review [53] , our paper focuses on the perceptions and preferences of research participants who underwent the consent procedure. Data on the views and preferences of participants in biobank research cannot be translated directly into ethical guidance [54] . However, experiences with the consent procedure and considerations made in this context can provide valuable insight which, in combination with normative analysis, can inform the debate about an ethically acceptable approach towards the practice of consent [55] .
Our review suggests that there are two important issues related to how ethically acceptable consent can be elicited in research practice beyond the focus of the theoretical literature on justifications of broader or narrower approaches to consent. Firstly, the choices provided as part of the consent procedure, and secondly, the way in which potential research participants are informed about biobank research.
Offering a choice to research participants for an individualized consent From a series of qualitative and quantitative empirical research projects conducted by researchers of the Center for Medical Ethics and Health Policy, Baylor
College of Medicine, Houston, Texas [39] [40] [41] 43] it could be shown that research participants are influenced in their decisions by the number of options presented as part of the consent procedure. All studies indicate that a considerable proportion of research participants chooses restricted or no data sharing after having learned that they can choose between a tiered form of consent compared to "traditional consent" (term used by the authors in this study) according to which the participants are requested to give broad consent or not to participate at all in the research. The fact that the three quantitative studies [40, 41, 43] were conducted with only one sample of research participants and focus on the question of consent for data sharing has to be taken into account as a limitation with regards to the representativeness of the findings. However, we argue that research participants should have a choice of scopes, for example, regarding the sharing of data. First of all, the confrontation with different consent options can be seen as one way to inform research participants about aspects which are less thought of by lay people, such as informational risks associated with biobank research. Secondly, such an approach acknowledges that individuals differ with regards to risk/benefit assessment relevant to decisions about participation in biobank research 2. Improving research participants' understanding of risks The inability of research participants to recall information on biobank research and limited understanding with regard to the risks is a common feature of several studies included in this review. Limited recall or understanding is also a leitmotif of socio-empirical research on consent in the context of non-biobank research [56] [57] [58] [59] . One particular challenge for research participants' understanding may be that the benefits and risks in biobank research are asymmetrically distributed: Risks deriving from biobank research are of an individual and societal nature, whereas benefits are mainly for society as a whole, as biobank research does not usually produce any direct ready-made return for the donor. Potential risks are mainly represented by misuses of personal medical information resulting in possible discrimination and stigmatization. The knowledge of a person's genetic makeup, for instance, can be used to justify unequal treatment: A candidate for a job may be excluded on the grounds of their genetic disposition to a future disease, or a person wishing to buy health insurance could be refused on genetic grounds [60] . Moreover, when participants in biobank research believe in a direct medical gain from the research activity itself, they incur a "therapeutic misconception" [61] . Therefore, the consent process for biobank research refers necessarily to an individual evaluation of individual risks and societal benefits [62] . The empirical data indicate that (non-existent) individual benefits are overestimated (i.e. therapeutic misconception), while many research participants are not aware that there are any risks at all (see, for example, Ormond et al. [42] . Given the abstract and complex nature of risks that could derive from biobank research, it seems ethically appropriate to offer such information to potential research participants in a way which allows them to decide whether they wish to receive more detailed information or not. A concrete measure in this respect would be to provide an electronic reminder, which summarizes information about the nature of biobank research to which they have consented, combined with an update on concrete research conducted or planned in the near future. This may provide research participants with an opportunity to learn more about what is done and to reconsider their initial decision(s) if they wish to do so. One of the models proposed to go beyond one-off static consent and to allow biobank participants to decide over time is dynamic consent, that is, a patient-centered approach with mechanisms of governance realized through information and communication technologies (ICT) solutions to allow participants to engage as much as they choose [63] . This approach should be contextualized within specific cultural and social settings (e.g. privacy laws could vary broadly between countries) and within specific networks and consortia [11] . Dynamic consent is a nuanced consent model, as it lets research participants go beyond the "all or nothing" option. Exemplarily, participants might control different privacy settings as flows of their personal information through a web interface, i.e. participants can decide who is allowed to access their de-identified information or who can have access to their contact information. Among the advantages of this approach, it is worth highlighting an improvement of public trust and an overcoming of the perennial issue of consent form length and comprehension-participants could, indeed, receive feedback on the general outcomes of the project. A dynamic consent approach can also improve transparency and accountability in the research processes: researchers can gather phenotypical information through continuous contact with patients that, in turn, by reducing research biases, can make the outcomes of research more effective and reliable [64] . Arguments against the dynamic consent approach are (i) its comparably greater management costs, which might not be feasible for less well funded groups or may escalate for very large research collaborations,, and (ii) its focus on ICT that, when exaggerated, could foster neither a dialogical interaction nor an enhancement of cognitive abilities of participants. In the wake of a dynamic consent approach, it would be ethically sound to address the wishes of biobank research participants, letting them deciding on issues that could influence their lives, for instance, allowing the control of fluxes of their personal information.
As pointed out in the study of Watanabe et al. [45] and, in particular, in the pre-post study of Cervo et al. [36] , the implementation of consent as a dialogical process supported by multisource information may be a measure to inform those patients who are interested more effectively. Given the huge technological input into biobank infrastructure, it is surprising how few innovative steps have been taken to test and evaluate measures to improve the consent procedures [25] and how little participants' involvement has been developed to make biobank research sustainable [15] . According to the knowledge and practical experience of the authors, information about highly sophisticated biobank research is often provided in the form of a thick bundle of papers. Such research practice raises questions about setting priorities. Given the evidence on the impact of a more differentiated and enhanced approach towards information and consent [25] , we argue that resources should not only be allocated to interdisciplinary research which take into account recent normative and empirical analysis on the issue of consent and biobank research, but also focus on the translation of these findings into an ethically acceptable research practice.
Limitations
For reasons due to design of the study (i.e. selection of articles operated through a specific algorithm and through specific criteria as choosing only those studies where an informed consent was performed) and not least because a considerable amount of biobank research and accompanying ethico, legal and social studies are performed in Western countries, our results do not include socio-empirical data from the so-called 'developing countries'the only article retrieved through our PubMed search on biobanking in developing countries has been excluded as not focused on informed consent [65] . This characteristic represents a limitation, as a review on socio-empirical literature about biobanking including data from developing countries would be of help to better understand implications for the conduct of consent in culture where there is, for example, an emphasis on oral communication and oral consent [66] . Furthermore, an analysis of biobanking in developing counties might be of help to foster policies around individual rights (i.e. the principle of individual autonomy), to activate mechanisms of citizenship consensus [67] and to encourage processes of community/public consultation [68] . In addition such research may be also relevant for the conduct of research in western countries where a more dialogical/oral approach communication could be considered as improvement to some of the currently used approaches. Moreover, this review of ten studies with differing sample size and methodology provides a limited insight into socio-empirical data on consent as perceived and viewed by research participants. More studies might have gained by using other databases and auxiliary search strategies. Due to limited resources and in light of the findings gained out of the retrieved studies we decided to limit our search strategy. Given that all studies stem from developed countries, and that 4 out of 10 studies are from a single center located in United States, where biobanking is a wellestablished practice, the findings of this review cannot be extrapolated to current biobank research in less developed or transitional countries or countries with different cultural values and a special attention should be paid for those countries with different traditions around informed consent for medical research.
Conclusion
In recent years great parts of the discussion on ethical and legal aspects of consent for biobank research has focused on justifications for broader and narrower consent models [69] . The findings of this review suggest that, consent models which offer a more nuanced approach including choices of degrees to give or withhold consent to parts of biobank research reflect the preferences and views of research participants better than approaches which offer little choice regarding the scope of consent. In light of the lack of recall and limited understanding of information among research participants, research on the implementation and evaluation of improved consent procedures should be a priority. The rising use of information technologies in the context of evidence based decision support tools, as well as process oriented approaches towards information and consent are only two of several concrete examples which could serve the aim of informing potential biobank research participants appropriately about the issues at stake.
